10/522716 



DOCKET NO.: 265233US0X PCT 



DT15^IPCT/PT0 28 JAN 2005 



IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

IN RE APPLICATION OF: Akito TANAKA, et al. 
SERIAL NO.: NEW U.S. PCT APPLICATION 
FILED: HEREWITH 

INTERNATIONAL APPLICATION NO.: PCT/JP03/09640 
INTERNATIONAL FILING DATE: July 30, 2003 

FOR: METHOD OF INHIBITING NONSPECIFIC INTERACTION BETWEEN MOLECULES ON 
SOLID PHASE SUPPORT 



In the matter of the above-identified application for patent, notice is hereby given that 
the applicant claims as priority: 



Certified copies of the corresponding Convention application(s) were submitted to the 
International Bureau in PCT Application No. PCT/JP03/09640. Receipt of the certified 
copy(s) by the International Bureau in a timely manner under PCT Rule 17.1(a) has been 
acknowledged as evidenced by the attached PCT/IB/304. 



REQUEST FOR PRIORITY UNDER 35 U.S.C. 119 
AND THE INTERNATIONAL CONVENTION 



Commissioner for Patents 
Alexandria, Virginia 22313 



Japan 



COUNTRY 



APPLICATION NO 

2002-222226 



DAY/MONTH/YEAR 
30 July 2002 



Respectfully submitted, 

OBLON, SPIVAK, McCLELLAND, 

MAIER & NEUSTADT, P.C. 




Customer Number 



22850 



Norman F. Obion 
Attorney of Record 
Registration No. 24,618 
Surinder Sachar 
Registration No. 34,423 



(703)413-3000 

Fax No. (703)413-2220 

(OSMMN 08/03) 




B ^ 



JO/522716 

Re(*fCT/PTO 28 JAN Z005 

fr 




wiThthil Office' 1 ^ that the anneX6d iS a true c °Py of the following application as filed 



m m ^ n b 

Date of Application: 

ffi m # 

Application Number: 
[ST. 10/C] : 



Applicant(s): 



A 



2002^ 71300 

#M 2002-222226 
[JP2002-222226] 



PRIORITY DOCUMENT 

I SUBMITTED OR TRANSMITTED IN 
| COMPLIANCE WITH 

l RULE 17.1(a) OR (b) 



Commissioner, 
Japan Patent Office 



2 0 0 3^ 9 E 40 




4 4 




^gpM2 0 0 2 -2 2 2 2 2 6 ^ 



1/ 



U63#^-] A5440 

[JSffiB] ^14^ 7JI30B 

ImmeHVm] COIN 33/00 

G01N 33/15 
G01N 33/50 

TO**K*i|r&aE 1 5 3 2fi3 tfcft&tt i; /■? — * 
[ft*] H4« 9iA 

[ft»rXtt«f ] ^m*K*flT&a|S 1 5 3 2 *jft 3 jfcft&tt i; 
[ft*] #EB 

[ft0fX(*®M] TOfll*JC«ltf&* 1 5 3 2fi3 Jfetdtt i; /t-* 

i&mx&mm} ttm*.nms*m 1 5 3 2 ** 3 v 

[ft*] Ttroj 
vamm\ 

mmxnmm] ^mm^Mm^m 1 5 3 2 #*& 3 v 

[ft*] m« « 
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^p®2 0 0 2-2 2 2 2 2 6 ^ ^-^ : 2 /E 



i&mximm] *m&*wfrfii$m 1 5 3 2 3 y ^ 

[ft*] *s n 

Mm*] 

[teBfrXttJ^f] ^JMtfOWffcfP 1 5 3 2fi3 

[ft*] JK*t g# 
WWtMA] 

[«80#iH 501260082 

MW&^r} 000005245 

[ft*xii*$fc] i?f?i„ H n ii#^i± 

[ftSA] 

WfeBUfMH 100080791 
[#S±] 

[ft*X{±&#] - 

[miS#^-] 06-6227-1156 

[^jtt^IlM-] 006965 
[**#&#] 21, 000R 

[§&#*] 91*0* 1 

[##*] ®m 1 
[»#*] 1 

[^llttftlf] 9715693 
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2002-222226 



im^m 5 ] ^TAisj; ra^B oa*^*>*#, &fr=Hk&QB& x zm 

(1) **tt^T**r*-&j&*6J!a±*efc& % 

(2) ***&#K^-##5J&Lt-?*&. 

( 3 ) *3«frfrT * -fe «t iff***** k*— ®<D%&m* 9 ja±-c* * 0 



miE# 2003-3072148 



12 0 0 2 -2 2 2 2 2 6 ^--J 

itt^i 0] fr=f-A*mmBmz®fcikL, mmm^m±x<D^Atm 

[If 1 2 ] 3^A43 «fc IT^f-B <om.fr&t>*ti)K iS^Ht^l^ X V? 

, mm 9 z Ttii 1 0 fE*t<w&o 

(1) r * «t 6 m_L-c$> & „ 

(2) &mm&V'i—m s 5&±r*&2>, 

[If 15] $ <b K % fESWctt^^-^~^3k^*-C*l!fW^II&tt* 

Mot, 4>&< t ^mToxe«r*tf^fe: 

(2) ^BSr^O^^Ttli-g-i!&^«#4r_t|H (1) *Lfc5^A#@5£ 
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0^M2 0 0 2 - 2 2 2 2 2 6 ^ ^-v : 3/ 

<fc3ft;fc@ftfi#fc&ft&$-e:*X*l, fcitF 

(3) «^Afc4Wtt*«£f|sJI*:«Ljfc*, * fcttjF3**ofc3"**WjeL 
> ##rt£Xjg 0 

[ft ^ 1 7 ] ^ A*5 i CT^FB fi^Hb^»iJ <£ 

[»*]R i 8 ] 3^a*5 i o^b fi^Hk^^ i tr 

(1) Tki^r^T ^-b^ -gb&* 6 m_L-e& £ , 

(2) ***frfrK?-- Sfc*»5J5Ui-C** % 

( 3 ) T * * 7 s * -£fcj3 J: ft**** Kf— «0«fW* f 9 £l_fC* £ 0 

(1) 7fc*j»^T^-by^-3Br^6J^±T?**, 

(2) Tfc^^K^- *fc#5J£U:-C**^ 

( 3 ) ***fr&-T ^-b^-t^i tf*3Wfrfr K*- ttOJUhP 9 JBUi-C* £ „ 

[f§§goffiMifflfc!B9i] 

[0 0 0 1] 
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2002-222226 ^ ^-v* : 

WEfWBfclMU SKffiSfls/flfcWJk IMftiifcCIoT, fll#r*Blft£ 
[0 0 0 2] 

2 ) ^ 7 X-^V^m (Surface Plasmon Resonanse: S P R) «rj£fl§ Lfzjj&tf 
^&X*1bZ> 0 1) OfllfcLttt, 1 9 8 9^0*>a9>f^-«aRjZj:*T7-f- 
t- -f HSf0£ffiv>fc&^$IJ2rjF K 5 0 6 <Dm&9 ^^fFK B P (FK506 bin 
ding proteins) <D§&& (FK 5 0 6 <DmBftffi&? >/S?Mk ITOFKB P 1 
2*>»J|. Nature, 341, 758, 1989) , £ J: 0*3 1 5«Sfrfc*LfcF K 5 0 6 - F 
K B Pm&mz X 2> F K 5 0 6 * -XA fcfctf & * - V ^MFffc 

m<D%% (Cell, 66, 807-815, 1991) *\ &ffi#jTrapoxin<0*-**y h * >/t 
^ftLTOHDAC (Science, 272, 408, 1996) »JMSWJfr£-C* * o £fc 

BIACORE (In n p^) J^ifetNfe&o 
[0 0 0 3] 
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«2 002-222226 ^-v • 5/ 



tlX^&^<D-&mfcC$>&o $lx.i£TentaGel (Fluka?±. Cat. No=86364) SB 

jrw? ymmmt LXisWBZtLX^&iP (M ; Thorpe DS, Walle S. , Combina 
torial chemistry defines general properties of linkers for the optimal d 
isplay of peptide ligands for binding soluble protein targets to TentaGe 
1 microscopic beads., Biochem Biophys Res Commun 2000 Mar 16 ; 269 (2) : 591- 
5) „ ^I6«|!5:fflS^^lilt:^ J: ^ Srfjl^^ i ^ IC^LTV^^ 

frm<o&m®*&m*%itb*i%\<*x%x\<*z> l> z<otmmm%m'£jfem-t> t ¥<o 
nwmmztLx^&fr&&^\$T7 j ~t- * -mmt Lx-tftmtzi-x^&vfr 
K^x<7)m^i>ftfrx%^<Dj)mtkx$>2>o tfz. m7kM%&w*#'f2>ffim 

mfcfrbffimZti&mm Wx.lt TV*?* (Af f i Ge 1 ;Bio-Rad*fx c 
at. No=153-2401) -^-fe 7 r n — *g|^# (7 7^v->7^ ECH Sepharose 4B 
, Cat. No=17-0571-0l) ^£n<b*LTV>&) f±. ^##*W£^Wffi:§:ffcffl<±* 

[0 0 0 4] 

[0 0 0 5] 

[0 0 0 6] 
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12 0 0 2-2 2 2 2 2 6 A : 



[0 0 0 7] 

(3) fl^pA&HfflMttfcBj&ftU itSffiltO^A t t^A 
^•rtifrX-$>Z±.m (2) ttzit (3) EttO^feo 

$tz\mfr*ik&m&£Tmttik&mx$>2>±%i (2) (3) ismo^ 
(6) mmmmz&it&mmmmvMjkM&wz&mz^&mwtiK ^faoi 
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^jpH2 0 0 2-2 2 2 2 2 6 ^ 

/it* (3) EHo^fe, 

(7) Mtte*^— fr- @»i3 J; t^Lf:tit^T^#t 

ov^-rtL^^^^< £ fc^rt&fco-c&a, _hie (6) feao^fe: 
K^--ib$ ? 5 JSLh-e* & > 

(9) ^f-AfcBffiffifffcBjgftu ii@ffl±t<7)^A t i^T-A t tlW 
(1 0) 3^PA«r@ffl&#fcH5&ffcU *£»B*±W^Afc»^Afc«pJ| 

o^-f^-e^>^jifs (9) $fcti (10) iet^)^s 0 

(12) ^A^ic/f^Boa*^*^ i&5HMt;^& j; xmttfc&m 
> *^tt*«^b^*j: w^Hk^-r?*4_hiB (9) $fei± (10) mm. 

do) mm<o^m 0 

(14) £&7fctt*^— Sffifi#^itr^f-Afcjte^L^]S*cmTO# 
ft<DVvr*Ljfcfc^fc< HttS^T^-?,, ±|B (13) SBWO^i*: 
®*3?«r£T * * y * -m^> ? 6 m±t?* & , 
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12 0 0 2 -2 2 2 2 2 6 
(1 6) ^? A itlffiS^ *f t ^'J - _ > ^St'* o t , 

(17) ^A^iWBW^W, ®^Hfc^*5J:^fi^Hb^ 

<D^-rfifrx~$>2>±M (i6) tfii^m 

(19) wc^^^t^^ mmu^^^Atm^tzvmx^xr^ 
nwr*L**&*< t i>m-r sto-c**, .lis a 6) e«o^tfe: 

(2 0) Sfcfc, »^tt^^-^-**^«*-c«WW^»tt**v^±HrttJi 

(21) mmmmz^f^mmmm<Dm7K^w^m^^n<om7m^- 

(2 2) $5,13. »^tt^^-^-^^4it?«WWfc:|5Ht*«Sv>tt|!fett^ 
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tf 1 



2002-222226 ^ ^^-v? 



[0 0 0 8] 

*mmn, wmth*ttmsM&m*iiffii,. ^tizmm-tztm (±is) »= 

*v»THWHlS*iTSfc, *#*Wa:^FMffii:^ («£»*wt**«>H* 
[0 0 0 9] 

LOGPO^ffitcfi, flr«fc|±, CLOGP ^-*-£ff 
#«£ J: o X&m Uy7bCJ:ot#f, ; ft £ Corwin/Leo' s pro 
gram (CLOGP, Daylight Chemical Information System Co., Ltd) fc-ttfli LTIt 
*W«tf**L*a*, **tt©>*?*-*-ttCL0GPfc|^3;K,& 

S^ffl^iiin-f^o Mx:{fCLOGPt:ov>tf£lf, CLOGP^iv^ 

w*tt*»«v^fc*icflcu clogp vmm±2mmmj:mKftm mum 
ttA7^-^-«(i, n*.imnmm±Kw&ikt*iH ! ' w*a) 

o &mK*v*itomia&t«> mm bi**<Dmm%hmz&mt 

[0 0 10] 

mm^-^-<DmXit, C L 0 G P#*S v»£ i tfsjt***,* y 2f > k*h 
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^pM2 0 0 2 -2 2 2 2 2 6 ^ ^^-v* 

[0 0 11] 

fli«r«Wff*tt«, ******* fcfc4»B*Hjfc *WT*-*£v*3«**it 

o 

[0 0 12] 

5 0 6 (y^TVK) l:^nFK5 0 6^Wf (f—fy b^HP) 
XfD ^ ^*^>W^fn^ K*****W* (M ; dexamathasontgl 
ucocorticoid receptor) „ ifi^^JtrapoxinK**?-* HD A C^om&iP l~# 
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^p®2 0 0 2 -2 2 2 2 2 6 ^ -x-v 

[0 0 13] 

[0 0 14] 
[0 0 15] 
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^112 0 0 2-2 2 2 2 2 6 ^ ^-v: 

[0 0 16] 

felt z ti %> i> <d <Dfr¥- b t <D<wmm ■bm'E.itm z ^m-r ^^t^x^^a^^ 

[0 0 17] 

*§£Wlz&^x, r^7fc14^^— tit, ^A(Diffifi^o@^ko 

hik^a s fix mmmfc tfr^Atvm iz^-r & s £ & & tuc-e^ o -c, 
®lx$>% 0 m7k&vmmiz'D^xi±&Mi-& 0 zzx o^-r&j tit, @*bi*j 

1 cr>^ lC f uffl $ *l& i ^(D^mmt x(DmK&&i-2> z t zmm-t 
%o t ?zmmm,fr®ix^-> 9— it, ^m^m^mm^t^At^miz^i-^ 

&tLxmmL&Zi><DX&tilZ2&±<Dlb&y9*M^ WL&mt&Zt 

K£-oxnhtL2>i><Dx$>-oxi>mt>%^ 0 i l < itm^t^com^K^ k 
t^xnhtiz> 0 2 &±<Dit&wz&&&z\,^tm&z^&mmmt l< im 

Ktt^; ->-;7tti, C-C*f<g\ xxf;^ *3fc*tr6\ «tfc*SflsflM!s 

v»ii****s^-c* 0 > v*-f *l & mfi-mx$;%a(Dtfn% % mz& 

[0 0 18] 
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'2 002-222226 A : 



m oar, ioat&^jRjcabAjttTKtt^^^^-^^j. r«*tt^^— 9— » 

frj ^****7**7>*- (HB A; hydrogen bond acceptor) ft 

#6]2Lh-C**j0s ***f*K*— (HBD; hydrogen bond donor) ft^5JSL 
±-C***, l«^F*feOOHBA«*J:OfHBDttO|fc 

ft^fC*otUv»o KliHBAtli9W±^^ H BDi(i6 

[0 0 19] 

«^7^^-i (HBAifc) tit, *itLZ&mM¥ (N) 
(O) K^Hfc (HBDt) fcli, UrttUb 

NHfcOHO«t?*4 (C.A.Lipinski et al., Advanced Drug Delivery Rev i 
ews 23(1997)3-25) . v»Tti, Sffi^mA^K^ftfSS 

*9H*ffl#©H*fc**3*i*fe<&) NH^OHtt-e-tt-PttHBAft^HBD 

mHBD»^HBA»Kttt*ftv». ft, ^Afc«*tt^^^^oW^ 
[0 0 2 0] 

HBAW6JSU: (» * L < fit 9 JBLfc) , HBDW5JSU: («P*L<l*6Ja 
±) , HBAttHBDtOW J 9^ CI *L < 1 
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2002-222226 ^ ^->? : 14/ 

W^v»ra*tt^^-9-OHBD»*4v»iiHBA»:©±Ri: Ltli, 

tt-c* *) R^mtmtimKftm *nm°t *> c t § & *> o-e* ttjf $ 

o 

[0 0 2 1] 

lirtt^^^{±^^ft^J;^ft^f^^^^^tC(i^^^b-r^«J:dft^# 

T-e^^o phi~i i x aio-ioort 

*»K jaF*L<*ipH«f»tt#ffi (pH6~8) , *?>41C~*<j4 0icejrc**o 
[0 0 2 2] 

±iBm7jci4^^—9— *^ft < t i> immmm.mzmfeik't&o mmm.fo±<D 

ft h mz&m -t & * ^ — 9— <Dnm*?m& iz^cxmmm im ±m^-r z>zt& 
•cs«o ii#> m^bmzfrTAKHLxmm&m^xmfeftrzo mmmw 

[0 0 2 3] 
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12 0 0 2-2 2 2 2 2 6 -J 

&&<ott&®x&^xi>^&m5&Zti&mmwt&wx&^xi> ttz, ® 

£{2:^*1 0 0 0*ltSoM|f?*ot, mz.\tmM&b ttlfff t 

izA^*smx$>z>i>\ ^m^xmKm^xnm, mm, mm^vjimzmx&z 

[0 0 2 4] 

±mfr*A*m^kLfzmffi±xmft^At<DwmwffiKftmi<z 
m^xfr^Bzmwtzmmzm-t-Zo tot^Ba, #^Ai:##iiftt-*B 

^t^x$> & £kpa £ <r><&ft=!rtt&m t n^it^m t o^mmuK^m izm 
^mMrnKftrnKm^z, fr^Btfmmztm&o ttz^B^m^-^t^o 

(i, i&fr^t&%!jX$> %fr=f- A t <Dl&fr¥-ik&M t iS5HMb^ t <7>#H 
&)mKftm § , $> Z> v> {ii^^b^T* & & ^ A t O^^HMb^ £ ^ 

[0 0 2 5] 
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£p&2 0 0 2-2 2 2 2 2 6 £ 

^etj tens $ tL*: ^ * fH0>m&mmt*> o , Huu^^tt £n-*> 4©t 
LTii, mm*mm<»ihmm (L ysa te) $fc^T$r&fcfl:^*&«j£ 
$tt^> %><Dt i-Tii, t tz*<D®.m*?mmm h tix^z^mM* ? 

[0 0 2 6] 
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2 0 02-222226 Jfe • 



fr&^teztizRmzmmLTmkzti&o mmR-omm^^mt lxt ^ k 

*mt*mi (ISBN 4-621-02962-2, %m, i:ftoTS»Tli 
[0 0 2 7] 

(2) «^B*#tr^*fett**ftv»Kfl.tJ 1 |B (1) T^hfitzttAtmfc 

& v»ii«Hff^M £<o x 9 arifcfcjB v** friz x o ra« 

^:ttMtt^»Wf ^FB^t^v^^-e^ttf^ x@ (3) t? 

^A»=4m«f**sf^M^$ar^o^^ ©w 

^Bfc^tHK^-catU*, Ig (3) WACti 
W**MUB**Lfc**B * n & «Wfi-* 0 ft 

#*H*ffi#fc*»»3**:frftMt, ft»rt©^B#Bffiffi#KH£fl:**Lfc 

(3) (4) ora^&*«v*«±«wf*ftjcif«Dj:da ; jBta^^«, 

ill- i t £ r> flf^tcidfi $ 0 
[0 0 2 8] 
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2 002-222226 A ^- v : 



^^tLfeif^XlfJBtsMbrfti^^Atfflv^** mi (1) 3 , «<K 
WomiKtl) CIS (2) 3 , ^Afcfl^B******. *frLfcS*?B 

>^*ft*SWKk ^7^77^, T^iv-^> 

NMR (fi^Fotijc#t=) *©4^io^tticj:5 > *fc£*L&©#te* 
**^*>*r * 0 ^ a fclfrfr Uv^^^t^IS^ ±f g^p a 

^wof-^ ran*** o , o r*- 9 <« - * »cat^ x^<d mfc * 

[0 0 2 9] 

E t .* 
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002-222226 



^-v: 19/ 



Tr : 
B n : 

TBDPS : t-7f;Vy7x-^yij;vS 
Fmo c : 9-7fr*ls—A'*?-n,*3(-i l ,i,n,tf-ji,z 
TBS : t-^^v^-f-^^i;;^ 

TOYO-Pearl resin: TOYO^ 
[0 0 3 0] 

m&mi l 1 7-TV;W-l 4- (t e r t-^-^f^-^-W^ 
v) Kn^rv-i 2 - |2- [4- (7- (t e r t-T^-vV* 

;i/-y7-;^^y-*;^^) * S J )V - * * i,) -3-^^^. > _, > 
^nA^y;i,] -l-^f;i,-^;H -2 3, 2 5-^h4y-13, 19 
,2 1, 27-f 2 8-mt-4-7f-hVv^n [ 

2 2. 3. 1. 04,9] t^^-H-xy-2, 3, 10, 16-fhy 

[0 0 3 1] 

Hbl] 




TBDPSOO 




OMe OMe 
[0 0 3 2] 

17-T'J;i/-14- (tert-/f;l/-^f^-y7- W;/ ) _! 
-tKn^v-12- [2- (4-kKn^y-3-^^^_ i/ ^ DA+ , >;V 
) -l-^;V-fcf-^] -2 3, 2 5-y^+y-U, 19, 2 1, 2 7 
-ff7^f^-ll, 2 8->^^-4-7^f- M; v^n [ 2 2. 3. 1 
. 04,9] t^3^-18-x>- 2 , 3, 10, 16-ff?t> (FK5 
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jgrM2 0 0 2 -2 2 2 2 2 6 ^ ^- v : 

0 6 ; 1 3 8mg, 0. 1 5mmo 1) , O-^ey (t e r t -7*f-*,-y **f- 
*fi*>=m (86.-7mg, 0. 2 18mmol),W* 
^^^^ (DMAP; 16. 5mg, 0. 0 9 8 mm o 1) . 1- [ 3 - 
(^W^) ^ntr*] -3-xf;^;^nm (EDC/H 
C 1 ; 6 9. lmg, 0. 261mmol) *5 «t CWfc^ U > (CH 2 C 1 2 ; 

imi) <D®>&m*WMx~ i . 5 B»mmL^. Rj&totmm** 

MmLtz 0 MKtzumm*** warm,* a c 

Mgso 4 ) -cnmLtio Mgso 4 t«w«, «etwil^o --5lt?#*>*l 

3t«aE*'>y*^*9A-e»«L (2 0%AcOEt (n >*-9->*) T ^ 

tti) , Bmt+Zl 7-7^-14- (t e r t - 
A,***) -l-kKD^-i 2 - |2- [4- (7- (tert-^- 

v-v^n-,*^] -1 -^^-^-if-^l _ 2 3 , 2 5-^h*y-i3 
, 19, 2 1, 2 7-f f7^f;V-H, 2 8-ytH-4-7f-fiJy 
[2 2. 3. 1. 04,9] tf-^a*-! 8 _ J , > _ 2> 3> j Q> j g _ 

f (4 4mg, 2 4. 6%) £»fc e 

1H-NMR(CDC1 3 ) S:-0.1-0.1 (12H, m), 0.7-2.6 (47H, m), 0.85 and 0.86 (18H, 
s), 1.50 (3H, 8 ). 1.63 (3H, s), 2.75 (1H, m), 3.31 (3H, s), 3.35 (3H, s 
), 3.39 (3H, s), 4.05 (1H, m), 3.0-4.4 (6H), 4.5-5.8 (9H, m). 
[0 0 3 3] 

: 17-79*- 14- (tert-W-^^-^ W 
v) -l-tKn^y-i2- |2- [ 4 - (7 -*/M?**-^*y 

-l-^^*-lf-;H -2 3, 2 
5-^h*v-i 3 , 19, 2 1, 27-ff7^;V-H, 2 8-v** 
t-4-7f-hV^n [2 2. 3. 1. 0 4,9] * i 8 

2, 3, 10, 16-fh7t><7)^ 
[0 0 3 4] 



mtE#2 003-3072148 




[0 0 3 5] 



m&mixmmLfzl 7-TV)l>- 14- (tert -7>?-)V-V*^)V-i, 
7-;V**v) -1-tKD^ry-l 2- |2- [4^ (7- (ter t -7^ 

- y7 f ;v - y 7 - ^t y - A / -f ;v--^v) -3-y 

f^y-y^DAipy;i/] - 1 - ^ -2 3, 2 5-y^h^y- 

13, 19, 2 1, 27-7f7^f;l^-l 1, 2 8->^^r-9--4-7^f- h 
Vv^n [2 2. 3. 1. 04,9] 8-*->-2, 3, 10, 1 

6~rF7t> (4 4mg, 0. 03 7mmo 1 ) tT^rh-h'J^ (0. 8 8 
ml) <DM&MtZ4 6-4 8%(Dyvtt&m (HF) 7jc (0. 12ml) 

o #e>tt/c^ffi^7X> ±m^xmmk, mm-w^^v^ (Mgso 4 ) x& 
mLtzo Mgso 4 £Mim. mmrmmLfzo zoLxnbtifzMmz^v* 

T';^-14- (tert-^-^f^-y^-my) -1-fcKn 
*'>-12- |2 - [4- (7 -*>)Vtf*i,-^y°? y j _ 3 _^ 
f^ry-y^DA^yji/] - i -f-^- fcf~;U| -2 3, 2 5-y^F^y- 
13, 19, 2 1, 2 7-rh7^f^-l 1, 2 8 — Wt*Vr- 4 - T*f- Y 
Vv^n [2 2. 3. 1. 04,9] t^^n^- 1 8-xy-2, 3, 10, 1 
6~rh7t> (14. 2mg, 40%) 

lH-NMR(CDCl 3 ) 0.7-2.6 (47H, m), 1.50 (3H, s), 1.63 (3H, s), 2.75 (1H 



£B§E#2 003-3072148 



^p!M2 0 0 2 - 2 2 2 2 2 6 ^ ^->* 

, m), 3.31 (3H, s), 3.35 (3H, s), 3.39 (3H, s), 4.05 (1H, m), 3.0-4.4 (6 
H), 4.5-5.8 (11H, m). 
MS(m/z): 960 (M+) 
[0 0 3 6] 

SUM 3 : FK5 0 6#TOYO^*tl (TSKgel AF-ami no 
) <D&J& 

[0 0 3 7] 

[ft 3] 



TOYO-Pearl resin 




[0 0 3 8] 

«Ji«2t?f|»Lifcl 4- (t e r t 

? -l-tKn^ry-n- |2 - [4- ( 7 
jr J <i -3 h^v-v^n^v^->;v] - i }£=. )V\ 
- 2 3, 2 19, 21, 2 7-f f5^f;V-l 1, 2 

8— 5>**-9-- 4-7f-hiJ v^n [2 2. 3. 1. 04,9] *?frux-l 
8 — 2 , 3, 10, 1 6-fh7t> (38. 4mg, 0. 0 4 mm o 1 

) , TOYO^^fl (TSKge 1 AF-ami no, 10 0^1, MM 
T< (available amino group) itO. 0 1mmol)> EDC/HC 1 ( 
9. 2mg, 0. 0 4 8mmo 1) , 1 - 1 Kn^f h V T (H O 

Bt;6. 5mg, 0. 0 4 8mmo 1) iJi^f ;V*;kA75 K (DMF 

; imi) <om>&m*mmx~e>mmffl$Ltz 0 t Rfo-? 

-?-&£&8 2%T&ofc 0 KJS?&-T«S^f&, DMF-C#J©£5|HUfej£Lfc 0 id 
(100^1) fei^DMF (4 0 0 ^1) £flnx. 1 I^FW^ffiT?^ 
tfco fOtDMFtfMtU H^FK5 0 6 #T O Y 0^-/Mtjj&li 

&.i&'tzm&mmKm\<*fz 0 to yos*- ^mmt fk 5 0 6 ©H^tt** 

OHBAJ!tU4, HBD»U3T?*li OfiU F K 5 0 6 bfr C&mXZtl 



ffifE#2 003-3072148 



2002-222226 



^-v: 23/ 



[0 0 3 9] 

m.m.m 4 I FK 5 0 6#A f f i G e 1 #J3t<^^ 
[0 0 4 0] 

[ftS4] 



[0 0 4 1] 

TOYO^-)l>mm<niXfr*)\zAi f i Ge 1 (B i o-Radtt) 
v^m{»3tM3 £PW&#&KJ; i9FK506#AffiGe 1 mm*<£j& 

Ltzo nhtitzFK 5 o 6#a f f i g e i mmm&^ &%ii?mM\z.m^tz 0 

Af f i Ge lfiiFK5 0 6<7)f4C^4f-SS©HB Atii3, HBDitt 
2-T?&& ({SU FK5 0 6 ^&bfr£&mXZtifzmi,zm%:-f2>frtemzAti 

[0 0 4 2] 

2- (2- 12 - [2- (2 - h i;^;v^^r'>-^ h^y) -jc^v] -jc h 
[0 0 4 3] 

Kb 5] 



[0 0 4 4] 

^>^xfl/>^i ja ^(^!| 1;10g( 42> ommoi)*eyy 
> (1 0 0ml) CMU b'j7x^WfjV^nijK (1.1. 6 g, 41. 
6mmo 1) M4-^ W^yf'J^ (0. 9 g, 7. 4mmol)£ 






ffiSE#2 003-3072148 



^jpM 2002-222226 ^ v : 

7A^D7f^7^ (mmt¥ 6 ON ; 6 0 0ml) fc#U (6 
0 : 1 *nn*;vA (CHC1 3 ) (Me OH) |:tg»02- 

(2- 12- [2- -xh^y] -jr.l>i^> 

( -x^y) (ffrfrfe2 ; 10. 4 g, 5 1. 2%) &#jt 0 

1H-NMR(CDC1 3 ) d : 2.53 (1H, t), 3.16 (2H, t), 3.49-3.63 (18H, m), 7.14-7. 
41 (15H, m). 

[0 0 4 5] 

: mfr&X'*— 9- -55^0^(1-2) 

[2- (2- |2- [2- (2-h')?-)l<**zs-J-h*i') -Jt -jr. 
-xb^y) -jr.]^v] gfsgfco^ 

[0 0 4 6] 

[ft 6] 

2 3 
[0 0 4 7] 

«3S«5T?»fe*L3fefls^2 (10. 2g, 2 1. 2mmol) *^f?fcK 
D75> (TH F ; 2 0 0ml) MDMF (5 0ml) 

CC^TTK^b^hU^A (3. lg;ltt, 6 0wt%) *4>L1*ojD;ifc& 
. 1^3 0^WU o £:fc*orfc:**PLfclk rn*|« (6. 5 g, 
4 6. 8mmo 1) *^Li*oJn£, Mfi-C3 0*IHWflfe o 

iti- y v ? a (11. 6 g ; yfttt, 6 o w t %) £^^Lro#n£T^}S-e 

1 W»L^ 0 KfcjfcfconfcJfripu Tfc (2 5ml) s 
«W»1 0 0ml fcfcfct^jEEiftHiLfco tjfcfclHfcx*-* (2 0 0m 
1 ) :&i£7jc (10 0ml) SrJDx., »#L**»e> 2 MflfiSSfoKSR* 'J * A* 

fcftlx., pH*6Ki«Lfc. M^ttU 3 0 riCT*ffi»»LT#&*L 



ffifE#2 003-3072148 



01 



120 02-2 22226 



^-v: 25/ 



fe«aE«r5/U*^*9A^nvh^97-r- (RX^ 6 ON; 4 0 0ml 
) ?fffif£ (85115 CHC 1 3— M e OH) ICTIW© [2- (2 

- 12- [2- (2-h';^-;^^v-jch^v) -u, + .>] _ 

I ^ ,> ) -oih^v] «c^j»3) <oimmm a 2. 4 g ) *ntz 0 

1H-NMR(CDC1 3 ) a: 3.34 (2H, t), 3.76-3.84 (20H, m), 4.13 (2H, s), 7.30-7 
.83 (15H, m). 

[0 0 4 8] 

mSt0l 7 : STKtt^^— 9— ^3Fo^(l-3) 
[2- (2- 12 - [2- (2-b'Jfm'>-xh**» -xb^>] 

[0 0 4 9] 

[ft 7] 



[0 0 5 0] 

»M6-?ft&:h.£ftM3 0fi»«* (12. 4g) *mt*?-U> (10 
0ml) fcfctfU 4-y^W^t''Jy> (0. 2 9 g, 2. 4mmol 
) , ^>^T^3-^ ( 3 . lml, 3 0. 0 mm o 1 ) fcJnAfco i*t*0 
"CH^U *»tt*^#S^>f ^ K (N-J^^-N' - (3' -y^^ 7 5 
*/M*^3 K; WSC ; 4. 5 g, 2 3. 5 mm o 1 ) *Jn>U 

L/So ^f^ttTt^^^v^^^v^^A^n^h^^^-Y— (Mjjl/fb^ 60N 
; 6 0 0ml) fcUfcU v#tti?l£ (1 : 1 ff^x.^^-^^;/) bzXB&JO [ 
2- (2- |2 - [2- (2-h'JW^S/-xf^y) -jch^^] -jr. h 
-xh^y) -jcf^v] -"Ov^Wt*^ (^#4 ; 12. 0 

g, 90. 1%, 2steps) *%tz 0 





3 



4 
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12 0 0 2-2 2 2 2 2 6 



^-v: 26/ 



lH-NMR(CDCl 3 ) a: 3.16 (2H, t), 3.55-3.65 (20H, m), 4.11 (2H, s), 5.11 ( 
2H, s), 7.15-7.40 (20H, m). 
[0 0 5 1] 

m^ms : atMfcx'*— 9—^-0^(1-4) 

[2- (2- |2- [2- (2-fc Kn^y-xf^^/) -jnb^ 
[0 0 5 2] 

[ft 8] 




[0 0 5 3] 

§!^M7^#£;ft.£^%4 (12. Og) ^5%f'j7^D^ft^f 
I/^»«(150ml) £$g#U CCHTtK (1 0ml) &Ua3LX, 0°CtCT 

7*- (wm^ 6 on ; 4 0 om 1) mmm (1 0 0 0:1 5 C 

HCl 3 -MeOH) KTBft<D [2- (2- {2- [2- (2-kKn^y- 
J^h*is) -JL^^Zy] -if+y| -oih^r-» -xh^y] 
^X-f/l/ Wfc-ftH»5 ; 7. 0g, 9 5%) £#fc 0 

lH-NMR(CDCl 3 ) 8 1 2.80 (1H, t), 3.62-3.76 (20H, m), 4.22 (2H, s), 5.20 ( 
2H, s), 7.36-7.41 (5H, m). 
[0 0 5 4] 
I £&7fci3:X^~ 9—^^)^(1-5) 
[2- (2- {2- [2- (2-7^K-xh^) -x>^y] -juj^vf 

[0 0 5 5] 




4 



5 
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12 002-2222 2 6 



lit 9] 



[0 0 5 6] 

SM8T#&tLfcft*tt5 (7. 0 g> 18. ImmoDM 
W^/ey^^ (0. 4 g, 3. 3mmo 1) (4 5ml) K# 

#?L> 0 "CtC^ip L7t 0 CftiC p — h ;i/JC >-J^,;l/^^;l/^ n y y ( 5> 2g , 2 
7. 2mmo 1) ^iOitlfi-C«I^ L> HKp - Y * } v*~)V ? u 

UK (3. 1 g, 16. 2mmo 1) - vVf ;V7 5 7 f'jyy (12 0 

mg, 0. 9 8mmol) *Mz.X 3 0 TCC 2 l$ro«# L£ e RlSjft* 0 VKft 
*PU Tfc (3ml) SriDx.T«JEaii»U *Lfc&a&I|sBfe.x?-;wc»fl? U 

*^fc*T*jEE«RLfco #S>*ifcalSE*DMF (5 0ml) fc»*U T^b 
tl>,JW (ll. 8g, 0. 1 8mo 1) «rinx.T6 or-ei^Wfll^L^o 

W7A^nv^77^ (H*fl£* 6 ON ; 2 5 0m l) fcftu 

$C (3 : 1 ftttJt^^-^^^-^) tcTg^O [2- (2- {2- [2- (2 

-Tv'K-xf^y) -jnj,^] _ <x}n ^, > ) -je.}.^^] g^gg 

^>i?)V3LX7-)V (it&WQ ; 3. 3g, 4 4. 3%) *»fc 0 
1H-NMR(CDC1 3 ) SI 3.31 (2H, t), 3.54-3.87 (20H, m), 4.13 (2H, s), 5.12 ( . 
2H, s), 7.20-7.30 (5H, m). 
[0 0 5 7] 
0 : I*t^^-t-^M(l-6) 
[2- (2- {2- [2- (2-7^;-xKy) -ih^fS/] -xf^yj 

-aih^^) -xf+y] mmco&m 



5 



6 
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2002-222226 



[0 0 5 8] 



[it I 0] 



N 3 ^ or -XL^ cr ^CL- crcooB| 



in 



6 



7 



[0 0 5 9] 

WWI9-e#**ifcfl:**r6 (1. 9 4g, 4. 7 2mmol) 
(5 0ml) fc*#U 1 0%Pd-C (5 0 0mg) *2HIx.T, 5 

$-u zmtmm£&h*txM t j±i&mLxB&j<D 12 - (2- 12- [2- (2 

-T^y-^f^v) -^h^rv] -xf^>| -if+j/) -jn}^>] ^ 
(ffrfr«&7 ; 1. 4 g) 5e*«>) £#£ 0 
MS (m/z) : 296 (M+) 
[0 0 6 0] 

MMffli 1 : iiTfctt^^- -9— #^<7>^j§£(i-7) 

12- [2- (2- 12- [2- (9H-7^V>-9->f;l/-^K^v 
^;V T ^y) -xh^y] -xh^J/| -xF**/) -Jth#^] -ih^> 

f WOKo-M: 

[0 0 6 1] 
lit 1 1 ] 



[0 0 6 2] 

ttl«10^^ft#»7 (1. 2 5g, 4. 2 3mmol) £ 1 0 %j£ 

Cl 4ml) fc**U (1 4ml) CM L 

^9-7;i/^l^-;^^;^ ;5 r^ > ^^^ ?&;l/:iK ^_ h (2 15g ^ g 3 

7mmo 1) *Ift-ej|TLfct % SfiT*WaWLfe. BJB*f£-fe?-f Her 



7 



8 
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0 



€2002-222226 



^-v: 29/ 



jfCtt^ 60N;i50ml) icftU ^{B«(1 0 0 0:7 CHCI3-M 
eOH) KTBft© |2- [2- (2- |2- [2- ( 9 H-7)V* U>- 9 - 
-f;i/-^ h*v#;W1?-;i/T^ y) -J^h^v] -^b^vl -ih^v) -jr. 
h^rv] -xh4i/| SKM8;i. 3 8g, 6 3. 0 %) £#£ 0 
lH-NMR(CDCl 3 ) S : 3.34 (2H, t), 3.50-3.71 (18H, m), 4.05 (2H, s), 4.12 (1 
H, t), 4.33 (2H, d), 5.57 (1H, s), 7.22-7.95 (8H, m). 
[0 0 6 3] 

«eM 1 2 : m^^-^-ammo^ : ^-^mm®. 

#TOYO^#I (TSKgel AF-amino) 
[0 0 6 4] 



[0 0 6 5] 

TOYO/N'-;MtJ3g (TSKge 1 AF-ami no ; 1 00^ 1^:0. 
0 1mmol©7^^) Kmt^^-Vy (0. 4ml) t^-^^)V-2 
-eni;K> (NMP;0. 1ml) O^^lC^L*: |2- [2- (2- 
|2- [2- (9 H.-7)V* V^- 9 h * ;VjJ?-;VT ^ y) 
h^v] -xh+y| -j^^^^) -jc},^^] -,x}^>[ GK&0I1 1 

T*#<b*L7Mfc^8 ;21mg, 0. 04mmol) ^JnA, I{;^>yhV7 

D ^ 7lw - I s (PyBOP; 26mg, 0. 0 5mmo 1 ) . R tFN, N-S> 
^fyynt?;l/xwr/' (17^1, 0. lOmmol) ^ lfiT41^ 



Wbl 2] 



TOYO-Pearl resin 




mWE^2 003-3072148 



12002-222226 ^ ^-v : 

lzm*&Wi/)&lb*lFU>/NMP (1/8/2) <Dm&mffi. (0. 5ml) £ 

Lfc&. t: ^ y v >/DM F /ia-ffc^ lx > (1/4/4) ^rS^#?S (0. 5 
ml) £2N;iTM-C3l$IW«fc9 Lfco ,KJS£i&T&. #JB**&fl:*^l/>\ 
tfDMF Lfc&, ->t: KU Hz J; ijflfJli 0 0^1 + 

7. 9//mo l<D75^W^«:^iIU; 0 
[0 0 6 6] 

«t«i 3 : fk5 o 6ii»#is^iaa*ttx^-« 9-- 

(TOYO+ (PEG) 1-FK5 0 6) 

[0 0 6 7] 
Mfc 1 3 ] 



TOYO-Pearl resin 




[0 0 6 8] 

*a*MB CTOYO+ (PEG) 1-FK5 0 6] *#jfcLfc„ TOYO^-* 
#J!£FK 5 0 6ora^^E-r*a7K14^^— 9— ffP^OHBAfttil 1, HB 
D^{i4T?^^o 
[0 0 6 9] 

wmi 4 : fk5 o 6mmfomimm^*^-y->-ttmm<7>&8i 

(TOYO + (PEG) 2-FK5 0 6) 
[0 0 7 0] 




WIE#2 003-3072148 




[0 0 7 1] 

*m\<\ m&mi 2\z^>m.^^-^~<DW^K^n^tz^ m^msx- 
^ttmmtxM*&*^-^-*m-tz>FK5 0 em^mmm ctoyo 

+ (PEG) 2-FK 5 0 6) Z&f&LtZo TOYO^^ft FK 5 0 6 <D 
[0 0 7 2] 

*$6«i 5 : fk5 o 6mmft&&mm*nx^~^-ttmm<7)&f& 

(TOYO+ (PEG) 3-FK 5 0 6) 

[0 0 7 3] 
Utl 5] 



TOYO-Pearl resin 




[0 0 7 4] 

mmm 1 2 1?# h titz^^-^ u>^v a ~)vmmmtT 0 y o^-)vmm 

TOYO+ (PEG) 3-FK5 0 6] *&J&Lfz 0 T O Y 0^-;MfJ3§ t F K 
5 0 6<7)F^^^-r^>^7Xtt^^— 9— SB#OHBAifc{i2 5, HBDt(i6t 

[0 0 7 5] 

aatwi 6 : fk5 o 6mmi^^mm,^^-^—itmmo^ 



tBIEirf 2 003-3072 1 48 




0" 



2 002-222226 



(TOYO+ (PEG) 4-FK5 0 6) 

[0 0 7 6] 
Wfcl 6] 




[0 0 7 7] 

dtM3 fc&^fc^ttfcmi:, U*tt^^t-t*t*FK 5 0 6 fttegMtflt [ 
TOYO+ (PEG) 4-FK506] £^j&L/c 0 TOYO/^ffiFK 
5 0 6 0Wtc^-r*^7Ktt^^— 9— «*OHBA»li3 2. HBDtii7t 

[0 0 7 8] 

mmm 1 7 : f k 5 0 6 

(TOYO + (PEG) 5-FK 5 0 6) 

[0 0 7 9] 
litl 7] 




[0 0 8 0] 

M^Jl 2-e#^n^^dr-9-^^-]x>'^i; 3-WMTOYO^-. 

mmsKm^ttmzmc m^it^— 9— fk 5 0 6&&m.mm c 

TOYO+ (PEG) 5-FK5 0 6] *&J&Lfc 0 T O YO^'-^ifi: F K 
5 0 6<DmiZfr&i-zm&&A^-V-nfr<QliBAm*3 9. hbd»i±8-c 

<£><2>o 

[0 0 8 1] 



tbgE# 2003-3072148 




m 



l&m 2002-222226 



mm i s : fk 5 o 6BmmtteWMfr«~-y---i*mm*>itaL 

(TOYO+ (PEG) 6-FK 5 0 6) 

[0 0 8 2] 
Mfcl 8] 



TOYO-Pearl resin 




[0 0 8 3] 

2r^^tL^^^u>^v ^ jummmt toy o^-^mm 
awana^^ttnnn:, i* tt x^^ t 4FK5 o 6 c 

TOYO+ (PEG) 6-FK 5 0 6] **jftLfc 0 TOYO^^ftFK 
5 0 6ORl:^4t*i*tt^f-«^HBA«l44 6, HBD»9f 

[0 0 8 4] 

(5S-75y^-2, 2-v^^-[i, 3] mvr/-4S-^f 

#10) CD^J& 

[0 0 8 5] 

cXo Fmoc-OSu V 

H^J^Vni^ EE^N ^ H 2Nx y-\^NHFmoc 

9 

[0 0 8 6] 

ft£4&9 (1. Og, 6. 25mmol) *THF2 OmlKSfiU 
I* (Fmoc-Osu;2. 1 g, 6. 25mmol) tTHFlOmlKTi 



ffiiE#2 003-3072148 



12002-22 22 2 6 



• 



4r«£Eift8IU y'J*y;^7A^n7h^77^ - (BW-8 2 0MH;Sv 

Vvr-fk^ (i o : i=»»xfjv:x^y^) ) jcr*«LBW 

°ft^l0 (1. 2 2g) £i|X^5 2. 8%CTf^ 0 

MS (m/z) : 383 (MH+), lH-NMR(DMS0 d 6 ) <* : 1.30 (s, 6H), 2.68 (d, 2H), 3.0 
7 (m, 2H), 3.63-3.6 (m, 1H), 3.69-4.02 (m, 1H), 4.04-4.21 (m, 1H), 4.29 
(m, 2H), 7.33 (m, 2H), 7.42 (t, 2H), 7.70 (d, 2H), 7.89 (d, 2H). 
[0 0 8 7] 

5R- ( J5S- [ (9H-7Hl'>-9-^W^y*;Kf^7>y) 
_ 2> 2-vV^;k- [l, 3] ^^V5>-4R-^f;Mf;v| 
-HM***,) -2, 2 [1, 3] mV7>-4S-W 

>m {it^mi i) <^j& 

[0 0 8 8] 
[ft 2 0] 



[0 0 8 9] 

2, 2 [i, 3] ^^V7>-4R, 5R-y*;v*K>t (7 

4 0mg, 3. 8 9mmol) ^7-bf-HJ;l/5 0m 1 (»U 1, 1 ' - 

(CDI ; 2 . 26g, 7. 78mmol) «JnL 
^KT3 O^TO^L^o *<Dm&^Ks<Z/*J)\,T)l>n-)V (BnOH ; 4 
2 0mg, 3. 89mmol), 1, 8-^T^ftfv^n [5. 4. 0 ]^^t* 
*-7-x> (DBU;8 8 7rag, 5. 84mmol) ZtiUz-, Mi&KX 1 7 




1). CDI 
BnOH 
OBU 
CH3CN 




2). 10 
PyBOP 
/-Pr 2 NEt 
DMF 



11 



NHFmoc 
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• 



^-■5? : 35/ 



f«DMF10 0ml»U MMl 9-C»&*Lfcfls*fcl 0 (1. 2 
g, 3. 14mmol) £DMF 1 0m 1 LKfoZk^Ktllz-fZo ^V/h 

y T7-;i.- l h i;^_tfny vV-*x*^7A ^^-9-7 

^n*^7jt-h (PyBOP ; 3. 3 7g, 6. 4 8mmo 1) % v-fV7* 
ne*xw?> (i-Pr 2 NEt ; 1. 2 5 g, 9. 7 4mmo 1) fcin 

x., 7mmmwLti 0 K^m^K^i 0 o m 1 wm^f-^i 

*^i/*7A^n7f^77^[;«u BWo-fb^i 1 (0. 4 9g) 
W2 3. 5%t:t#^ 0 

MS (m/z) : 645 (MH+), lH-NMR(CDCl 3 ) a : 1.33-1.39 (m, 6H), 1.43 (s, 3H), 
1.50 (m, 3H), 3.42 (b, 2H), 3.53 (b, 2H), 3.75 (m, 1H), 4.21 (m, 1H), 4. 
37-4.48 (m, 2H), 4.76-4.82 (m, 2H), 5.25 (s, 2H), 5.29 (m, 1H), 6.93 (m, 
1H), 7.28-7.41 (m, 9H), 7.59 (d, 2H, J=7.5Hz), 7.75 (d, 2H, J=7.5Hz). 
[0 0 9 0] 

*bft«2 1 .* 9"-^^^; (2-3) 

N- [4- (9H-7;l/tI/>'-9 — f Y * Zsjj )Vi£~)VT < J ) -2S, 
3S-ytKn^ry-yf;v] -2R, 3 R-^t Fn^y-7^»rui 
^v?;Wc*x;V 2) <D&m 

[0 0 9 1] 

Ub2 i] 




11 



12 
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0, 



M2 002-222226 



• 



[0 0 9 2] 

tt&ys 11 (0. 46 g, 0. 71 mmo 1 ) £ 8 0 % h V 7J1s*uffl& (T 
FA) tKI Om 1 KmfrU lftKt5«fHJ|fliLA, KJE&MnTtfe, 

■^*"9->-»Bli^lcr««r*U S»©ft«1 2 (2 2 0mg) £JK^5 
5%KT#£ 0 

MS (m/z) : 565 (MH+), lH-NMR(DMS0 d6> * : 2.99-3.06 (m, 2H), 3.09-3.19 (m 
, 2H), 3.44 (m, 2H), 4.18-4.23 (m, 1H), 4.26-4.27 (m, 3H), 4.47 (d, 1H), 
4.63 (dd, 2H), 5.15 (dd, 2H), 5.40 (d, 1H), 5.88 (t, 1H), 7.14 (m, 1H), 
7.28-7.42 (m, 10H), 7.64 (m, 1H), 7.70 (d, 2H), 7.88 (d, 2H). 
[0 0 9 3] 

SHM 2 2 : f&Tfcte;* ^ - y—fr=f-<D&f& (2-4) 

N- [4- (9H-7;i'tV>-9-'fWb^y*^;V7?y) -2S, 
3S-ytKD + y-7f;i,] -2R, 3 R-yt Fn^y-x^y>7^ K@£ 

(it&m 1 3 ) (d&$l 

[0 0 9 4] 



[0 0 9 5] 

it&mi 2 (2 0 0mg, 0. 3 5mmol) ^^^;-;v-^xf^ (i 
: 1) Ol^llOOmliC^U 10%Pd/C (5 0%-StK) 5 0mg 

^*13 (I65mg) £5e4#Mi#7to 

MS (m/z) : 475 (MH+), lH-NMR(ACET0N dfi) 5: 3.2-3.4 (m, 3H), 3.49-3.70 



[<fc2 2] 




13 
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(m, 3H), 4.23 (m, 1H), 4.33-4.35 (m, 2H), 4.46 (m, 1H), 4.60 (m, 1H), 6. 
50 (m, 1H), 7.33 (t, 2H), 7.41 (t, 2H), 7.68 (m, 1H), 7.71 (d, 2H), 7.86 
(d, 2H). 

[0 0 9 6] 

^'j-^7v ? kihw*#t o y os*- ^mm^m 

[0 0 9 7] 
[4t2 3] 

HQ OH 



HO OH HO OH 

TOYO-Pearl resin^ y N^ N -^/ — V-nh 2 



o o 

[0 0 9 8] 

fa^-^ff (TSKge 1 AF-amino;i00^1tC0. 01 
mmo 1 (DT^yfi^fc) KWuu * ?y (0. 4ml) , N-^^^-2- 
t'DVK/' (NMP ; 0 . 1ml) £#Px.> Zh\^ N— [4- (9H-7;l/t 
>^fy*^*-^7^y) -2R, 3 R-'^t Kn^^-^f 
;V] -2R, 3R-^KD^y-^^y>7ni(4 0mg, 0. 0 8mm 
o 1) , ^>7h 'J 77-^- 1 - v - f n-t?D V - 

— ^ A A^7;VtD'tX7i"f (PyBOP;50mg, 0. 0 9 6mm 
ol) , N, N-'^y^n^xWr/ (2 5mg, 0. 1 9 2 mm o 1 

) ^inx., m.ur«2mmmt7 Ltz a £o&£tr^> mm^^t^^y, rxjpd 

M F -e-h53-K£fc?£ L*rt£, ~ ;y fc: K > -r * He «£ *) *S£-JR^ 7 3. 4 % 
Lt^o #^tL/;#JS&^7Kf^m/^^^-^/v^nn^^> (1/1/10) 

^i^t (lmi) ^^n^-cmza-eo. 5R3Mt? mm^mt^^^ 
4/4) (o. 5mi) ^m^xm^3mmmt o Ltz a kbh&t 

5/7f)^-?'J yZTisv KfN»#:ttTO YO/*~;v$fJ3g [TOYO + (D 
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ABT) i] *ftfto 
[0 0 9 9] 

«ii«2 4 : FK 5 0 6«HWW*#3a»*tt^^-^ 
(TOYO+ (DABT) r FK5 0 6) 

[0 10 0] 
[ft 2 4] 



TOYO-Pearl 




[0 10 1] 

fWTOYO>t-A«j» [TOYO+ (DABT) j] J »> N gjtfl3(C&<*: 
^TfeHJJS^ 9— «r*i"-6FK5 0 6*££*#J© [TOYO + (D 

ABT) 1-FK5 0 6] *r*Jfttfco TOYO^^»li:FK5 0 6©WK 
^t^i^^-t-^HBAiiil 2, HBDSli9W 0 
[0 10 2] 

Mit#)J2 5 : FK 5 0 6M^#:^M^7fC^^— tHWffO^jft 
(TOYO+ (DABT) 2 -FK5 0 6) 

[0 10 3] 
Ut2 5] 



TOYO-Pearl resin 





[0 10 4] 

#ftTOYO^A4»» [TOYO+ (DABT) 2 ] J: 0 > «j|fl2 3Cftv> 
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. 5ml) fcN-^A,-2-enyK>(NMP;o. 05ml)^ii 

K5 0 6S^IfI CTOYO+ (DABT) 2 -FK5 0 6) ***Ufco T 

OYO/1-;PtitFK5 0 6^t;^tSl^^^t^oHBAt 
fi2 0, HBDifciil 5-eab^>o 

[0 10 5] 

S£il#!l2 6 : m^^^-^-^(D^m(3-l) 

N- [2- (9H-7^tl/>-9-^Wf^^W-;V75y) 
] -2, 3-^fc: Fn^>-^^y> r5 K@£ (^^1 6) o-frjft 
[0 1 0 6J 
WIS2 6] 

FmocNK^^ . HC| + HO,^^ ^ ^^J^^ 

14 « is" 

[0 10 7] 

9H-9-7;^p-;m^ n- (2-T^yj^;W ^ 

mm (ft^H ; 5. OOg, 15 3. 7mmo 1) RtfL- (+) 
(it^m 1 5 ; 5 . 8 9g, 3 9. 2mmol) N, N-^W;U7 
5 K (3 0 0ml) ^hV^;VT5> (5. 46ml, 39. 2 mm o 1 ) 
SrflOx.. *§fl?£^/z 0 l-KKD^y^>yMJ7y-«i (2. 

5 2g, 16. 5mmo 1) ^riDx., 1 -jl^-jv- 3 - ( 3 - i? * ^-;i/-T ^ J 
7u*,v) K «Ut (3. 1 6 g, 16. 5mmo 1) ON, N 

-^fi^WT^ K (2 0 0ml) «^iTU:t, m^$mwmvtz 
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Km (2. 7 2 g, 4 2%) £#£ D 
iH-NMR(d-acetone) 3 : 3.29 (2H, t), 3.37 (2H, t), 4.24 (1H, m), 4.30 (2H, 
m), 4.41 (1H, d), 4.59 (1H, d), 7.29-7.42 (4H, m), 7.68 (2H, d), 7.85 ( 
2H, d). MS(m/z): 415.2 (M+). 
[0 10 8] 

YmmVfttT O Y 0/-?-;i^j§io£-j& 

[0 10 9] 
Ut2 7] 



TOYO-Pearl resin 



"NH S 

OH 6 



[0110] 

TOYO/^^li (TSKge 1 AF-ami n o ; 1 0 0 p l*iZ0. 
Olmmo 1<7)7^^S) K^t^^U> (0. 5ml) ZiUz., 
W2 6X^t>iitz1t&Ml 6(16. 6mg, 40^mol),N, N-vMV 
7ntf;Kx^ T 3: > (16. 7^ 1, 96^mo 1) , PyBOP (25. 0 
mg, 4 8 //mo 1) ^Dx., M^"e|«-^td Lfz Q RB&TWi, mm^it 

*/mt**f-Vls (l/i/io) Ol^I^ (1. 5ml) *nk.XMM>X~2 

fell, 2 0%^t;yVDMPjME (0. 5ml) *Jn*TMl* 1 OA** 
?L* 0 *V*T\ tl^DMFt»L^ 2 0%tf^>jy>/DMF 

** (o. 5ml) *UD^rsa-C2 o^fiiHfc. l&B&T&t WfftJfrfl: 

##TOYO/WV#j§|f CTOYO+ (AET) x ] fr#fc c 
[0 111] 

SMI 2 8 : FK5 0 6IHmerMEMcttX^-- 9— ftMRO*jft 
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(TOYO+ (AET) r FK5 0 6) 

[0 112] 
[ft 2 8] 



TOYO-Pearl resin 




\ OHO 
[0 113] 

-/Mt» CTOYO+ (AET) iD J: 19. ^^3^-<7t^^liD, ^7jc 
tt*^— 9— $r^ri-^FK 5 0 6jfe^S#Jffi [TOYO+ (AET) r FK5 
0 6} Sr^Lfeo T0Y0^;vffi:FK5 0 6 <OWtc^i"*||7fctt^^ 
— 9— SB#OHBASc»il 0, HBDtint^^e 
[0 114] 

*«ifll2 9 : FK5 0 6mm^^Mm^^-^-ii 
(TOYO+ (AET) 2-FK5 0 6) 

[0 115] 
Kb 2 9] 



TOYO-Pearl resin 



[0 116] 

M&ffl 2 7 -e# tltzT $ J ^ - $ i; y >jr *j r * YWsMWtiT OYO^ 

-*mm CTOYO+ (AET) 0 W«2 7i:ftv«tt^^t- 

©#«EJS*fTofc 0 fc/5U RJE&#«^tttt[^^l/> (0. 5ml) tN- 
**"*-2-tfni; K> (NMP ; 0. 0 5ml) <&»<fr8i|*fl!v>fc 0 &v*t? 
, »ft«3fc«^fc;frftfc!*i:, IWctt*^—?— 5FK5 0 6flfr*SMt 
flg CTOYO+ (AET) 2-FK5 0 6] *&J&Ltz 0 TOYO^^tifc 
F K 5 0 6 OB!t:^ttSa*tt^^-t-»^HB Aftli 1 6. HBDgfcii 

i i -e&£ 0 
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[0 117] 

5R3ifl!3 o : a^ctt^ ^ - -9- - (4-1) 

4-t e r t -7*f ;l/y^f ;Vy>J;^^->7xy-;i/ 0ft£4& 1 8) O-frjfe 

[0 118] 
lit 3 0] 



[0 119] 

**Lfc'W Kn*y> (4:64*1 7 ; 3. 3 g, 3 0 mm o 1 ) ODMF ( 
6 0ml) igflfc'x * *V-/1/ (3. 1 g, 45mmol)Mtert-7 
WVWj;^n-JF( 4 . 5 g, 3 0 mm o 1 ) ODMF ( 3 0 m 1 ) 



* z ^) 3 ««8t, ft«*18 (fifeHfM. 6g, 5 3%) fc»fc 0 
MS(m/z): 225 (MH+) , lH-NMR(CDCl 3 ) a : 0.16 (6H, s), 0.97 (9H, s), 4.43 ( 
1H, s), 6.70 (4H, d, J=2Hz). 
[0 12 0] 

«ft« 3 1 : m.7k®LA * 9— fr=£<D&m (4-2) 
[2- (2- 12- [2- -xb^>] -jr. 

-xf^y) ] «b^% 1 9) <D&J& 

[0 12 1] 
[ffc3 1] 




17 



18 



- [Biotage, (9 : 1 n-^^> : ffc 




H 




'H 



1 
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01 

(5. 2g, 2 1. 8mmol)^»V>A (1. 2 g, 2 1 
. 4mmol) 5r»nx., t-f;W^±i 3 OtTl 5^I#U^ *-f/^t* 
mu^^D50(2. 7g, 2 1. 3mmol)^o<^iD 

hr??*- (mm yflc Gei, w(sixf^ 5% ^^ ;v 

KT««Uft^»19 (**fe*>fJI, 2. 3g, 3 2o/o 

) 

MS(m/z): 329 (MH+), lH-NMR(CDCl 3 ) 9 : 3.34 (2H, t), 3.76-3.84 (20H, m), 4 
.13 (2H, s), 7.26-7.35 (5H, m). 
[0 12 3] 

®yt$l3 2 : IWctt^^- 9— #iP«>frj8(4-3) 
[2- (2- |2 - [2- (2-m-xK'» -oih^v] -jn.].^^} 

[0 12 4] 
[ft 3 2] 



19 



20 



[0 12 5] 

ft#*l 9 (2. 0 4 g, 6. 2 lmmo 1) <Z>&ft^l^ (20ml) m 
^> BMJI»(4. 12g, 12. 4mmol)©»fl/>(10ml 
) #«*Mfc-OlD;L, ^L^hij7x-^7*^7r^ (2. 5 1 g, 1 
2. 4mmo 1) tin*.*. *»**U MKT 1 B#B«#Lfco ttBEttftfe 
^ »f>*L7fe^at*'>y *m5A^D7 ^^-7^- YFLC Ge 

K *mft (n-o.*+>:timx.*» 2 : i~i : 1) ) ict#«u ft* 

%2 0 (^Hrfe*^ 2. 14g, 8 8%) £#fc 0 

MS(m/z): 391 (MH+), lH-NMR(CDCl 3 ) S: 3.46 (2H, t, J=6.4Hz), 3.62-3.69 ( 
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m, 16H), 3.62-3.72 (20H, m), 3.80 (2H, t, J=6.4Hz), 4.57(2H, s), 7.26-7. 
35 (5H, m). 

[0 12 6] 

»J3 3 : §i7W4*^- -9— fHr<D&l&(4-4) 

t e r t-^;V->^;t— |4- [2- (2- |2 - [2 - (2-hV+A> 

~ x >+v] -ih+y| -x^y) -jcj.^] _ 7 
y^rv} (i~t^%2 1) (7)^ 

[0 12 7] 
[ft 3 3] 



TBS 




[0 12 8] 

it^%2 (2. 8 g, 5. 8mmol) Ol«^x> (io m L) MJ 
7?-)l'7*X7 4 > (l. 17g, 5. 8mmol) Oh^x> (2mL) 
fcM-CiD*., lttffil&L*:. CWft^*18 (1. lg, 4. 9mmol 
) fc> 1, 1* -T^tTX (N, N-yVfWA7U') (1. 0 g, 5. 
8mmo 1) (i OmL) JftSl^o < J) ^i0x. N Si&fc-C&ftSB^ 

Lfc 0 BW^A'fcjD*., h*«KJ:o-aR0K^ gf-g 

J: &tt»<Mrofco ^WW^ETiS U #&*ifcJ*aE*5/ 
■J*m7A^a-7f^7^ (UL|# YFLC GeKitBI( n -A 

**>:mm*-*-» 2:1)) n«u ^t?2 1 {te&*j)v 2. 0 

3g, 6 0%) *ntz a 

lH-NMR(CDCl 3 ) a : 0.16(6H, s), 0.97(9H, s), 3.23 (2H, t, J=5Hz), 3.64-3.6 
9(14H, m), 3.80 (2H, t, J=5Hz), 4.04 (2H, t, J=5Hz), 6.69-6.75 (5H, m), 
7.23-7.30 (13H, m), 7.45-7.47 (6H, m) 0 
[0 12 9] 

4 : ^ 7 XttX^--9--^co^(4-5) 
4- [2- (2- |2- [2- -^^^^ 
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-xh^y) -ij.^^] -7^y-;u <At&yn2 2<n&m 

[0 13 0] 
Wk3 4] 
TBSC 





21 



22 



[0 13 1] 

*^L^b^2 1 (1. 8 8 g, 2. 7 4mm o 1) OTHF (2 0ml) 
fcift^lM-f h97WV*-^A7^9>f KTHFM (4ml) fcJn*. 

*W7A^nvf^77^ (0j# YFLC GeK W(n-^ 
■9->:Mtx^/u 2 : i~i : 1) ) jb^»2 2 (&*fe*>f * 

1. 4 5 g, 9 2%) 
lH-NMR(CDCl 3 ) 5:3.23 (2H, t, J=5Hz), 3.64-3.69 (m, 14H), 3.79 (2H, t, J= 
5Hz), 4.04 (2H, t, J=5Hz), 4.68 (1H, s), 6.71-6.79 (4H, m), 7.20-7.30 (9 
H, m), 7.45-7.47 (6H, m). 
[0 13 2] 

f&mm 3 5 : fbjcft* ^ - 4}—fr=f-<D&Wu (4-6) 

1- [2- (2- |2- [2- (2-^>^W'>-xh^y) -xh^>] 
- x ^'>l -Jchdrv) -oLb^v] -4- [ 2 - (2- {2- [2- (2- 

] ^>-tr> (M!|2 3) O^J& 
[0 13 3] 
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[0 13 4] 

**Lfc**ft*M;*A (8 0 0mg, 20mmol ; 60% in mineral oil 

) othf (i 5mi) mmmm^, ^22 (1. 2g , 2. i mm o d 

<?>THF (2 0ml) < $ fcJnA, 2 O^Wtff Life, ^tMbfrfc 

20 (l. 7g, 4. 3mmo 1) ©THF (12ml) »«E«rftlA 2 0»n« 

J6**Jh**fc*, «ST«IU. ttft-^l^fr&HtBU 
**»Att*T*»L, fc*«M^hy*ATMSa»Lfco 5ig«ffSi|, #<b 
^»y'J^^V*7A^nYf^7^ (iU# YFLC Gel.i 

^ (n-^*D->:im**» 2 : i~i : i) ) izxmmu ^23 

(aStfe**/!/ 1. 5 6g, 8 4%) 
1H-NMR(CDC1 3 ) 8 : 3.23 (2H, t, J=5Hz), 3.61-3.72 (30H, m), 3.78-3.82 (4H, 

m), 4.03-4.07 (4H, m), 4.56 (2H, s), 6.82 (4H, s), 4.12 (1H, t), 7.09-7 
.34 (14H, m), 7.44-7.47 (6H, m). 
[0 13 5] 

2- (2- {2- [2- (2- |4- [2- (2- |2- [2- (2-^>S>* 

~ X ^^>] -X^y) -^h^v] _ 7jc . 

y^rv} -x^v) -xh*j,] -^*v) (ffrfr 

% 2 4 ) <D^m, 
[0 13 6] 
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24 



[0 13 7] 

**Lfcft*W2 3 (1. 4 3 g, 1. 6 2mmol)0«ftW> (2 0 
ml) 1 0% h 'j 7A/*DBl^tr*^fl/Vj(« (10ml) * 

to*.* HCi^ (1ml) *Jn*.fcfk »»^L£aicr2B»n3 0» 

(iu# yflc Gei, mmm (10%*?; -j^^tmM^^) ) 

KffiU ft^»2 4 («atfe*>f>U 8 7 5mg, 8 5%) 
MS(«a/z): 641 (MH+), lH-NMR(CDCl 3 ) 5: 3.59-3.74 (32H, m), 3.80-3.84 (4H, 
m), 4.05-4.08 (4H, m), 4.56 (2H, s), 6.83 (4H, s), 7.26-7.34 (5H, m). 
[0 13 8] 

*Bifll3 7 : £&7jc&*^~ 9—^0^(4-8) 

[2- (2- 12- [2- (2- |4- [2- (2- {2- [2- (2— ^ 
Ao***-^**) -xKy] -xf^| -zf^) -xh^] - 7 
-xF+y) -xh^>] -a^*^ -xF^,) -xKJ,] ft 
m t e r t -r^)V3L^T)V (ik&m2 5) <J^j& 
[0 13 9] 
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[0 14 0] 

?Jc*p t fcTK^k"^ h U £ A ( 1 8 0 m g , 4. 5 mm o 1 ; 60% in mineral o 
il) ©THF/DMF (5/llt7ml) lii^, ^2 4 (8 17m 
g, 1. 2 8mmo 1) OTHF (6ml) igifcfc^o < *> tJDx.. 3 0^K« 
#U: 0 ::^D^ttt e r t-W^f^V (1. Og, 5. lmmo 
1) OTHF (7ml) fcifcfcDnitfco L;fc&, 2 H#figmiaKT« 

^tifejSaii/Vj&m^A^Dvh/??^- (Uj# yflc 
GeK mm®. mmx-T-fr-swy* * y-)v^tswm^^MWi) ) kt« 

8U 5 mn^^J^ 6 5 5mg, 6 8%) =H#/c 0 

lH-NMR(CDCl3) d : 1.47 (9H, s), 3.61-3.73 (30H, m), 3.81-3.84 (4H, m), 4. 
02 (2H, s), 4.05-4.08 (4H, m), 4.56(2H, s), 6.83(4H, s), 7. 26-7. 24 (5H, m 
). 

[0 14 1] 

££j£0!I3 8 : ibKtt^^-^- ^0^(4-9) 

[2- (2- |2- [2- (2- 14- [2- (2- |2- [2- (2-tKD 
ilri/-j.h^rv) -xf^ry] -jc>^v} -xb^fy) -jc -7x7 

-xh^y) -xh^ry] -jcj^vl -x^y) -xh^y] gfcM 
t e r t -r/^loiX-r;!/ Wb-fr«2 6) 
[0 14 2] 
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aSf#HJrCT, Xmft'lWVA (2 011% ; 1 4 5mg) <r>**j-fr ( 
4ml) mmmWL^k&m 2 5 (6 5 5mg, 0.8 6 8mmo 1) <D * ? J - 

* (6mi) mmztox., ykmmmmzm&Ltz^ m^4mmmwLtz 0 m 

1H-NMR(CDC1 3 ) a : 1.47 (9H, s), 3.59-3.84 (36H, m), 3.81-3.84 (4H, m), 4. 
02 (2H, s), 4.07-4.09 (4H, m), 6.84(4H , s). 
[0 14 4] 

wm 3 9 : myk&x ^ — 9- - %-^<D&m (4-10) 

12- (2- |2- [2- (2- {4- [2- (2- J2- [2- (2-TvK 

_a,h*~>] -a^*v} -.xh**,) -a,^^] - 7x y^> 

{ -x^y) -jch^v] -x^^) _jr.f.^>] ^ te 

r t (^#2 7) <7)£-/& 

[0 14 5] 
Mfc 3 9] 
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[0 14 6] 

it^2 6 (2 5 4mg, 0. 4 5 1 mm o 1 ) OkfU ^> ( 1 . 5mL)^ 
ift'X kf>;^ (llmg, 0. 0 9mmol) fcillx*^ 



nhtLtzM.m$k®*VMF (lmL) ^^T^t±YV^A (2 6 

4mg, 4. lmmol) £;&n;i£o ft 6 0 r &c«.U 9 0^1j|L/:ol 

^ 7 ^- (LU# YFLC Gel, iffit ; 1 0%^ ^y-;^tfStx 
KT»«U fl^t/2 7 mHL*4)V 1 9 6mg, 7 3%. 2 s t 
e p s) *m?z 0 

1H-NMR(CDC1 3 ) 8 : 1.47 (9H, s), 3.38 (2H, t, J=5Hz), 3.66-3.72 (30H, m), 
3.81-3.84 (4H, m), 4.02 (2H, s), 4.06-4.08 (4H, m), 6.84 (4H, s). 
[0 14 7] 

^itM4 0 :§i7]cf4.X^— 9"- 0^>frjfi(4-ll) 

[2- (2- |2- [2- (2- {4- [2- (2- {2- [2- (2-T^y 
- x ^y) -J-h^v) -^y^*,) -Xh^>] -7i7^y 

I -jcj>^» -och^v] - X ^.» -xh^>]^ te 

r t (fc&m2 8) O^J& 

[0 14 8] 




m g, 0 . 6 7 7 mm o 1 
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COO'Bu 



[0 14 9] 

MfMtttT, *HMb'<?$;*A (2 0M% ; 1 8mg) <0*9J-n, (1 
mL) M»«Mk««2 7 (1 9 0mg, 0. 3 2 3 mm o 1) <D*9J-*, 
(1. 5mL) 7#^?riDx., Lfcfk SlTlR»lfffLft. 

MS(m/z): 664 (MH+). 
[0 15 0] 

«S«4 1 : iWcft^^— 9— ^f<75^jft(4-l2) 
12- [2- (2- {2- [2- (4- {2- [2- (2- {2- [2- (9H 

| -X^y) -Jtf**] -JC^>} - 7l ^ S/ ) -x]*^] -xf^ 

v) -xf^y) -if**/] -xf^y| ^ tert-^x W ( 
ft-Slfr 2 9 ) <7)^ 
[0 15 1] 



ffi!E# 2003-3072148 




2002-222226 



^— -J 



lit A 1] 



28 



Fmocl 




Ocfeu 



[0 15 2] 

«W4 0f<|fe*ijfe^2 8 0«U|fitt (l 7 5mg, 0. 3 1 1 mm o 
1) OTHF (1. 2mL) »****U -^i9-7;^P^Mf;v 
^^y^v7jMH5mg, 0. 3 4mmo 1) ©THF (0. 5mL) i 
iKh'jx^rr/ (62mg, 0. 6 2 mm o 1, 8 5 „ 1 ) * 

a§MEET2tfSf£, v'J*m7A^D7l«^77^ (lIjH YFLC Ge 

>^»2 9 (mL*4)V 196mg, 8 4%) £#fc e 
1H-NMR(CDC1 3 ) 8 : 1.47 (9H, s), 3.37-3.41 (1H, m), 3.55-3.84 (36H, m), 3. 
66-3.72 (30H, m), 4.01 (2H, s), 4.01-4.07 (4H, m), 4. 20-4. 23 (1H, m), 4.4 
0 (2H, d, J=7Hz), 6.81 (4H, s), 7.29-7.33 (2H, m), 7.39-7.41 (2H,m), 7.6 
0 (2H, d, J=7Hz), 7.76 (2H, d, J=7Hz). 
[0 15 3] 

Wi&MA 2 : ^Tfctt^^— 9--^0£-j&(4-13) 

12- [2- (2- {2- [2- (4- {2- [2- (2- |2- [2- (9H 
-7;Pt 9 -^f h^ry*;wf - ^ y) -xf^->] -a: 

} -^J^» -^J^>] -if^>| - 7 x^y) -ach^~>] -aLh* 
~>} -xf^y| g^gg (^^3 0) 4>#jft 

[0 15 4] 



£BSE#2 003-3072148 



12002-222226 



lit A 2] 



FmocHI 




29 



FmocHI 




30 



[0 15 5] 

9 (I9 6mg, 0. 2 5 mm o 1 ) ^ 5 h V 7fr*xiWm ( 

1. 5ml) 5frmmWLtto h**> mi ml) * 

ffiTatHgLfcf^ '>'J*yW9A^n7 h^?* — (Uj# YFLC Ge 
1 ^ ?#£ti?j£ ; 3%^^y-;v^tf^ D n^;^~ l o %^ * J 

•a^iUMO KT««Uft«l3 0 <*fe*-f* 17 5mg, 9 6%) *ft 

MS(m/z): 830 (MH+), lH-NMR(CDCl 3 ) *: 1.47 (9H, s), 3.37-3.39 (1H, m), 3 
.56-3.84 (36H, m), 4.02-4.07 (4H, m), 4.12 (2H, s), 4.22-4.23 (1H, m), 4 
• 40 (2H, d, J=7Hz), 6.81 (4H, s), 7.29-7.33 (2H, m), 7.38-7.41 (2H,m), 7 
.60 (2H, d, J=7Hz), 7.76 (2H, d, J=7Hz). 
[0 1 5 6] 

mmm4 3 : m.7m^-^—umm<D^ : it&mz oiiMTOYo^ 

M*J» (TSKge 1 AF-am i n o) <D*fk 

TOYO^-A#l (TSKge 1 AF-am i no ; 1 0 0^ 
0 1mm o 1 <DT Ktitfttrvy (0. 4ml) t |2- [2 - ( 

2- 12- [2- (4- {2- [2- (2- {2- [2- (9H-7WK/- 

9-^;i— * b^s/a/Mf^rsy) -xb^y] -^b^vf 

-jcJ>*v] -^j,^^ - 7j ^.» -.x -aLh3->} -aih^v 

) -jch^v] -xh^y| ( 6 6mg> 0> 0 8mmo i ) 

^ > V h r l - >f )v- * * h i; * _ t£ n i; $v - * - * A 

a^7^d^ 7 x^ (PyBOP ; 52mg, 0. 1 Ommo 1) , 
RWf, N-^VT-n^xwr/ (3 4^1, 0. 2 Ommo 1) *M 



miE#2 003-3072148 




2002-222226 4fc 




**IHt/tt^fl/>/NMP (1/8/2) (l. 0ml) *iD 

fc^> ^V^VDMF/I^f^ (1/4/4) OS««« (0. 5m 

[0 15 7] 

(TSKge 1 AF-ami no) O-frjft 

iyt^u 3 x-nhfLtzmm (ioo^d tmm&A 3 ^ciotaeL 

o 

[0 15 8] 

2- [ [ (9 H-y;l/^-l/>- 9 — f;i^ r^y] -7-b 

k at-^mz 2) ?)^/& 

[0 15 9] 
[ft 4 3] 

HC|.H 2 nJI . FmocNhJ? H 

31 32 " 2 

[0 16 0] 

K lit (1^3 1, 10. Og, 9 0. 5mm 

o i) i o%mmi-hv *j»&mm (eoomi) s^r-th^ (250m 

1) fcjD*., *V*-C2WfrT\ N— (9-7)V*V-)V*h*isjj)Vtf-)V**i/ 



mfE# 2003-3072148 



12 0 0 2- 2 2 2 2 2 6 W S> : 55/ 



) ~>>W 5 K (30. 5mg, 90. 5mmo 1 ) <7>T-fe h >^ (2 5 0 

mi) «r»TL;fco mux-immmmk, immmLr^htntrnt^mk^ 
•eini^^-t^m> v ^ a -cs&js l tz. o m^yuzzM, *mj±mmL?z 

--f h^fy) 75/] -T-tf75 K (lt^3 2 ; 27. 7 

g, quant) *%tz 0 

lH-NMR(CDCl3) 8: 3.87 (2H, bd), 4.23 (1H, t), 4.46 (2H, d), 7.30 (2H, t 
), 7.39 (2H, t), 7.57 (2H, d), 7.75 (2H, d) ; MS (m/z) ; 297.2 (M+). 
[0 16 1] 

-2, 3-ytFn^y-^?y>T? KM(ft£-t?3 3)cO^J& 
[0 16 2] 



[0 16 3] 

It&ISlI 3 2 ( 1 . 5 0 g , 5 . 0 6 mm o 1 ) (15ml) > 

7*h-Hj;v (15ml) > H 2 0 (1 5ml) W [If* 
T-fc h^rv) 3- K] ^>-*£> (2. 8 3 g, 6. 5 8 mm o 1 ) £#D;i> 

■ci. 5iwu; 0 o. 2T$im&mux«&mm*ft<>fc^ 

7Co #&*L;fc»iS^ L — (+) (1. 42g, 9. 45mmol)S 

TO, N-y^WM7 5K (10 0ml) £2ffl;Ug8?£-£/co 1 



[ft 4 4] 



FmocN! 




FmocNH^I 




Bffift 2003-3072148 



■m. 



2002-222226 



56/ 



795m g, 4. 15mmol) «riDx.fe^ liatlWt/; 0 <1*l£MJE 

•c*a*Lfco mmn**^ m&mmvfz^ * * s - » x *> m&{tift\,\ § 

Wt-^&N- [ (9H-7;utW>-9-^f^-^ h^y*;i/**-;i.-7^y) 
-*«/| -2, 3-yt KD+y-^^y>7= ^ (fl^#3 3 ; 5 8 8m 
g, 2 9%) *&izo 

1H-NMR (d-acetone) 4.24 (1H, t), 4.23 (2H, d), 4.44 (1H, d), 4.58-4. 
71 (3H, m), 7.33 (2H, t), 7.41 (2H, t), 7.71 (2H, d), 7.86 (2H, d) ; 
MS (m/z); 401.2 (M+). 
[0 16 4] 

vmmm* toy o / *- frwmv>&& 

[0 1 6 5] 



[0 16 6] 

»fi«2 7^Sl:tot, TOYO^-;MfJ§§ (TSKgel AF-am 
ino ; 1 0 0 fi 1 *\,Z 0 . 0 1 mm o 1 OT 5 K{t&tB 3 3 &£JS 

$Ht\ 7^>W-j"J>;^ y'7 5 KSJNWfcttT O Y 0^-/M»J© [TOY 
0+ (AMT) *W^o 
[0 16 7] 

«ugW4 8 : fk5 o 6 mmte&&mm7k&x^-v-~imm<o&j& 

(TOYO+ (AMT) 1-FK5 0 6) 



Mk4 5] 
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[0 16 8] 



[ft 4 6] 



TOYO-Pearl resin 




FK-50C 



[0 16 9] 

CTOYO+ (AMT) i) if), «MI 3 
tt ^ t ^^ tnFK5 0 6 ^ stt [T0Y0+ (AMT) 2-FK5 
0 6] *<g^Lfco T O YO^-^tJ& t F K 5 0 6 ©WK^tsa^^ 
— 9— SB^OHBAgciil 0. HBDi5:i±7t?^)^ 0 
[0 17 0] 

9 : FK5 0 6INMfeft^«ctt^^-^ 9— ftf*jgo<frj£ 
(TOYO+ (AMT) 2-FK5 0 6) 

[0 17 1] 
lit 4 7] 




[0 17 2] 

mm 4 1 KX'&bKtzT ^ J *^-)\,* - * ^ y ? *j r ^ KffMTOYO 
^->H»» CTOYO+ (AET) i\ J: 9. «MI4 7 Kftv^Mcttx^— 9" 

-?:tnFK5 0 6$£&MMm CTOYO + (AMT) 2-FK5 0 6] £^ 
mLtz 0 TOYO^fffitFK5 0 6 9— «^ 

OHBA&I4 1 6. HBDtlil lT*<h%> 0 
[0 17 3] 



ffiiE#2 003-3072148 



^pM2 0 0 2-2 2 2 2 2 6 ^ ^-vl 58/ 

i : m&mm 

( 1 ) 1 y s a t e Oil 

9yhOfl8(2. 2g) (0. 2 5Mya^D^, 2 5 mM T 

risA'777- (pH7. 4), 22ml) ^y^- h 

9 5 0 0 r pm-ei O^Wfc'MMiLfco at^*«Lh»«:fl)l») , 5 0 0 0 0 r p 

(2) frfrlUfc 

_LiBt/iFK5 o 6 *&&Ltz&mr7 4 4 -mm*m^xvxT<n^mx 

1 y s a t e kVft&mB&ffvtZo &4b\ 1 y s a t e(ii^iAtl/2 
MLTftfflL^o FK5 0 6 tfti&Ltz&mTy 4 ~T 4 -mmttl^tll 0 

^ y ■> M Lmm<Otoi: J tti J PtL&x.xmm LtzM^M 13-1 

8 4 WFK 5 0 6N«f|«^1^^-f HWetfv^. ttz, JttR 
mt LTM3t^!l3(7)FK5 0 6#T O Y 0Af-/M»JB£Mv*fc o 

FK5 0 6^77^f-f-fIi: 1 y s a t e (1ml) ^4ttm 

Wli^m^A-C4lHl+^^trFK5 0 6^X7^ ~:r-f «-WJ8h^W£ 

Uftt.*ifeFK5 0 6m&Ty 4 -mmt~2 0 fx l^SDSil 
oading buffer (nakalai cat.N0=30566-22> M^^MM sample bu 
ffer solution with 2-ME(2-mercaptoethanol) (2x) for SDS PAGE) St^Dx^ 2 

5vxi o^muumLtzo Lx%t>titzy->7°)vm*iftm<DSDsr)i> (b 

ioRad readyGel J, 1 5 96SDS, cat. NO=161-J 
3 4 1) T*&nU ^SDSmPfU: 0 ifct^-5|![^30FK5 
0 6ttTOYO^-/Mt]fcfc*&-£ (IR3MP) L^^FOrt, jt»l 0»^* 

L£ (01) , gij^fo izVx-A** 7*n yhi:j;i)AVKiO ^F K 5 



ffiiE# 2003-3072148 




'2 002-222226 A : 




0 FKBPnt^^^^ilL^ 

[0 17 4] 
[0 17 5] 



fflfE# 2003-3072148 



12 0 0 2-2 2 2 2 2 6 A ; 60/ 



Mb 4 8] 




OKiW>(3.09) 
[0 17 6] 



fcHfE# 2003-3072148 



^pM2 0 0 2 -2 2 2 2 2 6 ^ 

(1) mmm^tmm CTOYo+^m3 v>&m 

[0 17 7] 
[ft 4 9] 

■ o 

( TOYO-Pearl resin) 

H 

[0 17 8] 

TOYO^fJKTSKgel AF-amino) «||£|g^L*: 

o 

TOYO^;i/ff 1 0 0^ \ K2 0%fefcl^-DMFv«£0. 5 m 1 M 

tKV^-r^htci^^Jlx^^iSU^LTt (|?jl 0 0%) 0 
[0 17 9] 

(2) @§^®5£>fb#nt CTOYO+i&m] 

[0 18 0] 
[ft5 0] 

o 

(TOYO-Pearl resir) -^ jS]^^-^"^ 

H 

[0 18 1] 

TOYO^fKTSKgel AF-amino) izmMZm&tLtz 

TOYO/N°-;i-#Ji|l OO^H:, DMF (0. 2 5ml) £v*nn^> 
(0. 25ml)^»iHL«(3. 40^1, 0. 0 4 mm o 1 



£fJiE# 2003-3072148 



1200 2-222226 



# 



62/ 



jfrj^^A 'x^y'^a*;*:^- > (PyBOP ; 2 6mg, 0. 0 5 
mmo 1) , MN, N-^vynfjl/xWr/ (1 7// 1, 0. 10m 
mo 1) SrflDx.. m^t* 4 S$mMt o Ltz 0 EJ&**Tfc, #Ii^DMFT'+^^ 
ife»Lfc|k -^t K';>-r^hH«tl9i|^l|3t^^iliJ^L/; (^t7 9 8 %) 0 
[0 18 2] 

(3) *?*>nmfcimm [TOYo+^^m] 

10 18 3] 
Hfc5 1] 



TOYO-Pearl resin. 



[0 18 4] 

TOYO^-;Vfi (TSKgel AF-amino) K*?*>Wi*mfc 
ttLtZo TOYO^-^#flgl 0 0 M ItmK, DMF (0. 2 5ml) ti?? 
uu*9V CO. 2 5ml) ^MCIiUct^^>i (6. 3 4^1, 
0 . 0 4 mm o 1 ) PyBOP (26mg, 0. 0 5 mm o 1 ) % RXf 

N, N-yMy^at^x^rry (17/zl, 0. lOmmol) 

t VV>T-XhK£VM&Wm*MfcLtz 0&9 796) 0 
[0 18 5] 

(4) ^ v^>mm^tmm (toyo+3- vx*>m <^j& 

[0 18 6] 
[ft5 2] 

o 

( TOYO-Pearl lesin)^ m Jt^^^ 



[0 18 7] 

TOYO^-;V#i (TSKgel AF-amino) K<VA^>m*m 





ffiSE^F 2003-3072148 



12 00 2-2 2222 6 



5&ffcLfco TOYO^tJIioO^n:, DMF (0. 2 5ml) t i?9 n 

(°- 2 5ml) OiMfJ«Lf^^fVt (9. 13mg, 
0. 0 4mrao 1) SrjDx., MCPyBOP (26m g, 0. 0 5mmo 1) , 
XtfN. N-^y^D^xW^ (17/il, 0. lOmmol) 

K-J >f ^ h C i f)i^JR$^L^ G&9 596) o 
[0 18 8] 

(5) at-tv >mmfc<mffi ctoyo+^^tv^bw <^j& 

[0 18 9] 
Mb 5 3] 



[0 19 0] 

TOYO^fKTSKgel AF-amino) \ZXTTV>WL*m 
fcffcLfco TOYO^jlJIlOO^n:, DMF (0. 2 5ml) £^*n 
n^*^ (0. 2 5ml) ^Mt^L^fT'J >t (1 1. 3 8mg 
, 0. 0 4mmo 1) SrjD;!. ItPyBOP (26mg, 0. 05mmol) 
> XtfN, N-yMyyn^vxwr/d?^, 0. lOmmol) * 

„ x>HKU>^fiat) l§^l»£ $J5£ t (|Sj9 1%) 0 
[0 19 1] 

(6) y*.-)V7u \l* ^mmmmm CTOYo+7xx;v/ D ^>i] <o 

[0 19 2] 



O 



( TO YO-Pearl rcsin)^. 




£BIE# 2003-3072148 



2002-222226 



[ft 5 4] 



O 




[0 19 3] 

TOYOac-/U#J© (TSKge 1 AF-amino) l:7x-;^nk?t 
>**BS&ftLfco TOYO^tiioo^lK, DMF (0. 2 5ml) 

fc ^ nD ^> (o. 2 5mi) <oMsmmKmn\*it7x--fr'7u**>n 

(6. Omg, 0. 04mmol) Srflnx., IlCPyBOP (26mg, 0. 0 
5mmo 1 ) „ R&N, N-yVy^ot>xf;V7 ^ y (i 7 ^ j f 0> 10 
mmo 1) *Jn£, ga-?4l$m£E£: ? Lfc„ at&»TH. flliDMFTt* 

twft^L^ ->^vv>y-xhKXi)m^m.m^mLtz ^97%) 0 

[0 19 4] 

(7) y^t^-v y?wmfcimm (toyo+w^-v 0^ 

[0 19 5] 



[0 19 6] 

TOYO/f-;M£|g (TSKge 1 AF-ami no) 
Bfc*H£ftLfc 0 TOYO^ff lOO^U:, DMF (0. 25ml) t 

v?uu*9> (o. 2 5mi) <DmtimmzmnLiz4r*'*?-vy9m. u 

. 3mg, 0. 04mmol) ZiUx., ICPyBOP (2 6mg, 0. 05m 
moD.RCFN, N-^y^n^x W r/(17^1, 0. 10mm 
o 1) *»"C4l»H«i:-5Lfe. WJBfcDMF-C-HJ-fcft 

8-Lfc&. ->tK'J MdJ: 9Se«U£«:M5ELfc (|5,9 7%) 0 

[0 19 7] 



[ft 5 5] 



( TOYO-Pearl^fa^ " N 



H 



ffiSE#2 003-3072148 



2002-222226 ^ v I 65/ 



(8) it oyo+ 3 -w^^mso 

[0 19 8] 
[itS 6] 



H 

( TOYO-Pearl resin )""^ N 



N 



[0 19 9] 

TO Y0^ o -;i/#J5g (TSKge 1 AF-amino) \ZZ-^)VMS^WL 
*l3Sfl:L3to TOYOA-^ffiOO^ U:, DMF (0. 2 5ml) £ ^ 

(o. 2 5mi) (Dm.^mm^mmLtz3-\£")V)vtm (6. 9 

mg, 0. 0 4 mm o 1 ) ^r^Dx., H&~P yBOP (2 6mg, 0. 0 5 mm o 
1) > MN, N-^yyn^xWr/ (1 7j« 1, 0. lOramol 

~ > fc: K 'J > 7" .x f (:<t 19 *g^JK2g£il!l5£ Lfc (ft 9 6%) „ 
[0 2 0 0] 

(9) ^^^=-)^)Vy r ^T^-)V^itmm (TOYO + t^y^;W7 

[0 2 0 1] 
Mb 5 7] 




f TOYO-Pearl resin)— N 
J H 

[0 2 0 2] 

TOYO^fi (TSKgel AF-amino) t:t^y-;Vt^7 
T*T-S-)l>$:mffibLtio TOYO/N°-;i^#Jiil 0 0 fx IK, DMF (0. 2 
5ml) ty^on^> (0. 25ml) <Dffii&ffiti&fc¥&ffl Ltz*)- 9*s=- 
*7 7fr/-* (14. 2mg, 0. 0 4mmol) SrflPx.. P y B O P 



ffifE#2 003-3072148 



^p02 0 0 2 - 2 2 2 2 2 6 Q • 



(2 6mg, 0. 0 5mmo 1) , RZ/N, N-^y/nk>xWr/ ( 
17^1, 0. lOmmol) Ziu*.^ m^4mmmtd Ltz 0 BLfBfcTfc, 

(&7 7 5 %) o 
[0 2 0 3] 

(1 0) -f >K***>H£fH« tTOYO + -r>F\** 5,5,3 0 ^ 

[0 2 0 4] 
Ut5 8] 

|_| 

TOYO-Pearl resiq )— N 

6 




[0 2 0 5] 

TOYO^^JI (TSKge 1 AF-ami no) K4 
MtffcLfco TOYO^tHoo^l};, DMF (0. 2 5ml) t*J9 
uu*9> (0. 25ml) ^«)SU:^K^y> (14. 3m 
S, 0. 0 4mmo 1) Ziu^ IKPyBOP (2 6mg, 0. 0 5mmo 1 
).AVN, N-^y^D^x W r/ (1 7^ 1, 0. lOmmol) 

**** 1^4^^^ »BtDMFmi:«»LA 

fk -^tKT/f^hCJ:^^^^ (1,9 3%) 0 
[0 2 0 6] 

(1 1) JS-T**ArhV7hyT>M&imm CTOYO + N-TWfV 
[0 2 0 7] 



ffiIE#2 003-3072148 




€2002-222226 



^-i?: 67/ 



[ft 5 9] 



O 



H 
N 



TOYO-Pearl resin )— N 




Y 



O 



[0 2 0 8] 

TOYO^-^ff (TSKge 1 A.F-amino) CN-T-fef^b'J 
rh77>liJEftLf:o TOYO^-;MtJmi 0 0 IK. DMF (0. 2 5 
ml) i^an^r/ (0. 25ml) LTtN-T-fc^V h 

ij-/f77> (9. 9mg, 0. 04mmol) £iDx.> I^PyBOP (2 6 
mg, 0. 0 5mmol) , SOnSF, N-^77'nlf;Vxf ;VT5> (17// 

i, o. i ommo i) *tw^ mMx^inmrnti Ltz Q KfcmTfe, mm* 

9 0%) . 

[0 2 0 9] 

ft. FK5 0 6@5&ffc#flt (TOYO + FK5 0 6] (itSUM 3 -eH^Lfc *> 
[0 2 10] 

-ett^tL<7)ft^#T0Y0^N o -«J3i*^V^T 1 y s a t e £ <A#§<g-H^£ 
*Tofc 0 lysatettiiil (1) -CiilUtoSrffl^o 

WllB«rfflV»4Ci:ja^tt*lfc«l (2) tlC'Cflo^ 

SftU -€-Ol: 0 -^<7)*^#ft^#WJ3t^ov^TSiJ^L^ ;£*ftL*ro £-ft^ 
»©iH*tt^9 ^ - ^ - tt C L O G P v\ *4**»fti»'6 , ^*^<^>' 
KOtf-^fi^cDM^f^ 5£*4bL£ (0 2) o CLOGP^K'&St 



ffi|E# 2003-3072148 



2002-222226 ^ 



^-^1 68/ 



[0 2 11] 

[»»«>»*] 

tett-tett, fi5WF- fcfl^F. fc^-lftfl^offlSfftfl*. Jt^f^T- 
[HI] 

^-t-^)fA«^fto FK 5 0 6 ^IW^ffiS^ffl^^tFKBP 1 
fcifc>U d*L«bO/*> K^^II&fcffiStfUBK: J: FK5 0 6^77^ - 

*w*ffi2f^ffl*wftii-r* - fc^-ei^c: k ^ltv^ 0 mmi± S D S - P A 



ffi|E# 2003-3072148 



Qfr-m 2002-222226 ^ 



[E}2] 

> SDS — PAGE K3&\-f%>/^z/ KO fcf- & t tc*g*f|ft^L*: i> <DT~$> 



WiE#2 003-3072148 




tHm^2 003-3072148 



[0 2 J 



-2 



^ppH 2002-222226 



▲ 



* 5 



8 



♦ 1 
■2 

▲ 3 
X4 
X5 
•6 



10 
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l/E 



mm 



# • 

#® 2002-222226 
^ ® A 1 l f | 

[501260082] 



2. *JMU!B 2 0 0 2^12^130 



002-222226 



^ S A 1 1 jf | 



[000005245] 



f J *R**ETtf4»*EatHf«r3TB 4*7* 



